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Via Haud Delivery 

Fcbruxy 7,200O 

Dtdcets Manayrrnenr IJranch 
Food lrnd Drug Adminisrkion 
5030 Fishris-s f.we 
Room iOG1 
Rockvillc, Muyl;en6 20852 

Re: Draft Guidance for limdurtry tm Appiicaflaas COWXC~ by SeChl 
505(b)(2), Docker No. 99D-4809 

Dear Sir or Madam: 

Pfizer kc. hereby submits TIC attache4 ccsruncr~~r cut the d&k pidnncc medc availubic 
by Ihe Food and DN~ Administntion on Drccmbcr 8,1999, carrc~ng r.ew drug ;rpplicorioos 
cowred by s&ion SOS(b)(;Z) of&c Fe&r4 Faad, Drug, und Ch~dic Act. 
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Cammcnrs to the Fcmd awl Drug AQmiuthiratkw Regarding Drug Approvals Under 

Secsion 505(b)(2) 

Pfizer SubmiCY these commcnt~ to Iha IQoci and Drug Administfa!ion’s (FDA) d&I guidance on 

new drug q@ca:ions (ND&) covered by section 505(b)(2) of the Ic;oad. Drug, and Cosmetic 

Ad (Ihe ACK) (rhc drafi Guidawcr: Docuxwnt)’ Ptizer objccI,y UJ chose parts of tl;e draft Guidance 

Doament rhar a-sscrl FDA’s awhnrity to appmvc new drug ;rppIica&isns rhzt re$y on a prior 

Agency finding ol stiecy and ctTicacy. t-or the rcasow uct forth below, Pfizer rcqucsls that FDA 

withdraw and n&sue zhe &a8 C7ui&nce L)ocummt to make clear that the Agmcy will IIO~ 

apprwe uncler secdoa 505(b)(2) of tie Fcdwal Food Drug arid Cosmetk ACT il new dmg 

appiicatic.? (WA) that relics in in prior finding cfsrfety MCI cfiicacy. l’o rhe extent rhat the 

draR Cuidmce Dacumcnt WI ects FDA’s in@q.wctar!on OS 2 1 C.F.R. 4 3 14.54. Pfizer also 

requesrs &at FDA inibcc rulemakiq !rt modify rhac rceg~fsfion in a similar manner. 

YfLzcr’s objections arc as CoHuws. Pirsr, rckce OF,, or rhc unarlrhorizcd we of, an i~owtor’s 

ditty and cffi~cy data to approve a compcriror’s NbA is zot supponcd by my reasonable 

construerion of the Acl, an3 ccrn~licu with other statutory prelections rcltiing to tke USC cf 

graprirr;uy dmLd 

Second, fht Act dries nor permit the Agency to apply a less rigoror?s safety yl(i efficacy startri;url 

to a 505(b)(2) lrgplicorion t?wt to a .504(h)(I) applicalion. 

:  

.  
0 

I Guidance 6x Induslzy: Applications Covered by Scation 505(b)(Z), D&t Guil(ancq Food and 
Drug Administration, Ccntu for trrug Evaiuat-iun and Rescurch (CDW), Octnbu 1999. 

2 See e.g.. 18 U.S.C. i9OS {Trade Seer&s Ad); 21 USC 331(j) (LVDCA prohibition against 
FnA dkcloriure of trade secret infom!ation) 
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Third, the reliance by I;DR ur ‘cm qplicam on the Agency’s prior fading of thy S2fcCy and 

CflJIj6UCY ~0 W~VC a 505(b)(2) appticmion co~srintks an uncow~itutionaI taking and, thus, i-3 

uniwful. 

Aocordir@y, FDA may not implemcnr the draft C?oida.ncc ilocumc~ or rely OR 21 C.C;.R. 
i 314.54 to ajqw~c an application that is hxstd on apcior finding of safety and efFicacy Lr an 

innovator’s drug product w&r sccOon 505(b)(2) of the Act and must require such applictitions IL) 

he supported by the mnc scope of data RCSCU~~ to suppon a 405(b)(l) appljcation. 

‘6. Section 505(b)(Z) &es ?&a$ AuWnh mA ta Apprwo a New Dmg Appliclatiou 

Based On thr? Agency’s Prior Fiadilag af Safety and Milicacy 

In FDA’s llrzR CWdancc Dwumenr, rhc Agency hzs sratcd t&w it will accept and qprwe 

505(b)(2) appIic;llions for IICW drug producrs lhrrt rrly on “the Agency’s finding of safety and 

effcctiwness for an ~ppfowxl drug, wilhour regard !u a right to rely on such dak” & 

Qujdance Document, at 2. in essence, th~rci’ore, the Agency inlends co rely on rhc unauthorized 

USC of an innovator’s pcoprktary w-d ccnmerciaHy v&.&e s~kkty z~d efficacy data co approve 

another comp;IZ&y’a drug product under section 505(b)(Z) oi’thr: Fw. A proper construction of 

section 505(b)(2), conrirrent wVrth the Hatch-Waxcrum Amendmenir, the legislative history of the 

Act, und arher stalulory protections Tar rhc proper and legal use ufpropricWy safety and 

cllktivencss data,” however, do not suppon FDA’s ezprursion uf se&n 505(b)(2) to approve 

q@ications that rely on the uw afan intwwator’s proprkwy dara witlzout :hz ~~~OWOT’S 

at~rhorixuion. 
: 

. 

3 Pfizer nowa that FM’s rccxmily ;uriculauxl Folicy is tic Ctn;t fnrmd dcxkmtinn by FbA of 
the Agency’s intention to permit a 505(b)(2) applicafir to wly primarily on a prior iii@ of 
safcp and sfkxivcncw based on the par;thorizai USC of an Imovator’r dara & 21 C.F.R. 
9; 3l~.SQ(a)(l)(~ii) (no wmreincnt thlrt FDA inlaxis to aCow !hc rrnau~horizcd LLW of prim 
finding of s&ry and cficaey). Ir sc!dilion, evcrr if Ihe FDA’S actions uycre authorized by the 
ACC, the hgtmcy may not issue sucs a su?xtantive chsngc m policy in a 6hhcc DOCURXZS, 
but must issue it aa a n&making subject !o r&cc mcl comment. 

4 See Guiciwce Document, at 2 noting rhac tie Agency will ?iecepr: 
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The Hatch-Wwnau Amendmenu uided section 505(b)(2) to the Act to cadi& FDA’S “pa;lcr 

N DA” policy which Fenitted ZUI applier to s~bmil published iitcrUre io suppori [he safcv 

ad etYicacy ofc7 duplicme of a drug product that was fisl approved for m;uketing UIkr 1362.” 

Thq provision, t!lurcJi)rc, WLS inrendcd IO rrilow an gppiiciurl to substiklc litemwre to satis@ ch: 

“fuil reports” rcqu~r~~rrrr of section 5C5 (b)(I) ol’~hc Act. $cc K.R. 98-857, Part T, 9Elth Gong. 

2d. Sess. 36 repvinred in 1984 U.S. Cnric Gong. AdmitI. News 2647. 2&4Y (staling that “undo 

KIIC Paper NDA praccdur~, the generic manuf;Lcrures may submit scientXc reports. insrwl of 

clinical trials. to suppon findings of vrrfety and cl’lic;lcy.“). Iu facr, the Agency itself bus 

recognitcb that the Act dots not &haris?e the approval of SOS(b)(Z) appkations based on an 

inmvator’s sdcly m3 ef’fkcrivcncss dal;l. See 54 Fed. RCy. 28872,28892 (.iuly 10, 1989) ~.a- - 
(Agcmy recognition altht: l&lure of tic Hatch-Wzrwut Arnundmenrr ro directly ukiress dx 

appropriate mechanism for ohmining approval of a sig~ific;ult product change chat requires the 

review olcllrrical invcstig~tions and, ther&ro, is ineligible Ibr tqq~oval under Lhe SOS(j) 

Ahhrcviatcd NLY DN~ Applicakm (“ANDA”) mcrhunism.); see altio 54 I;eL. &* a~ 28875 

(July 10, 1989) (recogdng thak the term ‘paper WA,” as iL WIS ~$4 when COO~SS pused 

rhc NtrLcb-Waxmaa Amenctments, wns defined and undcrskood to cnwmpus dy applications 

lirr chipI icare coplcs 0T &rug5 first approved tier 1962 t11aC met ehe “&ll rqmns rcquircntents” of 

section SOS(b){ I) of’thc act ~hrougfr publishert reports in rbc medic& literature establishing the 

&ug’s safcry and cfFectivencsr). hccortiingly, FDA’S proposed approval of this bm;rJ catcsory 

oT 505(b)(2) appiicationr excecrls tic ~gmncy’s statutory au&rity and, ~hur, is unlav&I. 

. 
a 505 (b)(2) appiication &T a change in a drug when approval of the applicatic!n r&f on 
the A~CBC~‘S prkous fulding of safety andlot cffectivenas for a drug. Thk rnshaniun. 
which ire embodki in u regu!athn . . , tsxndalIym&esthcAgmcy's conc1usion.u Lhitl 
would support the approval of a SOS (j) application avai!&le WI an applican! who 
develop6 a moclificuion of a drug). 

5 See e.~, L8 USC 5 1905,Zl U.S.C. 5 33lu). 
G phc poky WIS limilod 1~ copies of drug products (w closely reiuled forms) markercd after 

1362 and oflercd Tar the same indicatinns. 
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If Cqpss had intcnderl for the Agency to tipprove appiicaliuns under section SO5(6)(2) of IJV 

ML as suggrr~rwl in Ihe draft Guldancc ihcumcnr, Confless would havt included cxprejs 

language in that section, similar Lo the Ianyagc ir;c!udel in section SOS(i) of rhc Acl, which 

tllIo~s an applicm to show tiat M unapproved drug pmducr Is tt?i: same as a pWiourly 

appmmd drug product (<‘a listed dntg product”) and, rhus, cxpresrly awhcries the Agaq tn 

approve the gcnrxic drug based on a finding of saliizy ~4 efficacy of an innovator’s producr. SCC - 
2 1 U.Ii.C. 355(i). Not&g in ihe Act, howrver, suggests that Congress inter&xi IO allow such 
approvals under s&on 595(b)(Z). To allow rhc SIuning of rhcsc wro different mwhan:tsms IS LO 

undcxminc the staturory framework ofrhc Acl and the deiitcrste rliffercnccs which Congress 

er~mssly inlunded for drug approvals. 

IT. IQA’r Proposed Mel&cc on Prior Finding9 of Safety and Effkacy Violates the Act 

by Alllowing hpprovffl of 405(5)(Z) Appkrrtions Based on 8 Less ZUgoreus SInowing 

of Safety and EXTkacy rhau SOS(b)(l) Applicalioas 

FDA’s proposal co rely on prior fc;dinH of safety and eficacy would also viol&e tic Ad 

becauec it would allow the Agency to approve drug producrs thul differ sig~ficunrly fram a 

IisltxJ drug pro&ilcr but that do not include the same scope of safety and efficacy data rquircd for 

505(b)( 1) appiicatiomr. Specifically, FDA's draft CUdancc l)ocumem aL:ows the Agency lo 

spprovc &up that differ signifkan:ly tion= a liwxi drug under rrxxion 505(b)(2) of tie Acx.based 

on: (I) data on which nr3ithcr the appftcanr nor tile FDA has the ngh? tn rely; or aitemazivcly (2) 

incsmpletc: rldu nor consisrifig of “full repot.” Reliance on rnecxnplete data w+t result in a 

Jcss rigorous showing of safety and el.Xcctivmsss under tvwion 48S@)(2) than [hat requird of a 

npplicacions thar arc submitted under seclron 505(b)(l) of ~ha Act. See c-g, draft Guidance 

Dncumenc at 8 (rlaring that rhe Agcnrzy will accept 505(b)(2) appticacions fur drug produck that 

are cliffereat &em I listed Jru~ drar wztj on the Agency’s ;~rior finding of safc;ly and 

cff=riwncsr uf the listed drug and less than wmplcte srudics ofsaf+ty and eff&rivcness 

(“bridging studies”) to ‘jxovictc an adequate bms fclr reliance upon (such a] finding”). 

FEB 07 2000 34:S9 PAGE. 85 
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Even thet Agency hs recognitd that the scope oi’ evidencc demonstrating safety and cffjcacy are 

the same under section 5OS(r?X2>. &, E&, 2 1 C.F.R. 3 14.50(d)(2). (5), (6) (rcqgiring regorrs of 

nonclinical phammmiogical and toricologkal studres, ciinics2 data, znd sraristical data fbr both 

505(b)(l) md (b)(Z) appliwlims); see 54 TW. Kc&. 28872,28875, 28892 [July 10, 1989) (noting 

lhiil *applicariom that med fhc dcstip!ion in sccrion 505(h)(2) CC the Act arc subject co rhc s&me 
prnvisionar ul;rr g;avern a ful! NDR). Sectioa SOS(b) requires both 505(b)( 1) mnd 505(b)(2) 

applications to inc!cdc: “oirll rcpoxs of invertigations which have been made to show whether or 

no1 sach drug is safe for me and whether such drtig is efkctivc in use*’ as described in scclicrn 

SOS(b)(l)(A). Consess rccogkgd that some of rho critica dtira to support safety and eficacy 

may he found in sludjer not conducted by IW for rhe q@zlnt Section SOS(h)(2) diiows an 

applicm to rely on such srudiea if they arc in (he pubk domain s, ‘-published iepo%.” 21 

U.S,C, 355(b)( I ), (b)(2). Pkhing ir. tic staLuce indicaecs &;A Co~~lgress inlendad KO ICSS~ the 

safety arrd afZiccrcy showmy fix a 505(b)(Z) applirstion. 

Moreover, Conyrcss made cfcar th;dl where ir did inlend to allow reliance on ~A’s prior 

findings of safety End efficacy ruch as uncicr section SOS(j). it mttnded to aUaw such drugs Lo 

difh cvdy in Iimitcd ways fiam the Iisrd product. Under section 505(j), these specific litits 

inch& variacio~re in mulu of adminiraation, dosage form, rtrec~gth, or where one of the acCivc 

ingredients difkxs from rhost in rtu; listed &-us %ar is alsn P combinaGon drug. witbout having to 

rcymerzlte full reports of safety aaci dfiieuay. J& z H.R. Rep. 9 -857, Fti 1,98rh tinge% 
2d Scss. 36, rqwlntd irr 1314 U.S. Co&. Cocg- Admin. News 2656 (stntir;g char an appiicsnt 

may pcliliun for approval oPa drug product that varies from the !isted drug in ruule of 

admirritirarion, dosage lofin, area@, or where one of the wtivc ingrcdimb difk ‘kcq tkose in 

a lisred drug that is ahm a combiuation clrug, md rhm “these are the only chmges thal =e 

pmnitted’-). 

‘1-o tltc cxlmt, thercforc, thrl the Agcmy relies on ihc drafl Guidance Documctz and 21 

C.F.R. 3i4,54 to approve 50S(b)(t; ;IppIicariona for dlug products that rr~cluLie O&X more 

G 
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significant diflcr~ncw from the Iisred drug, and arc based anfy on imomplete m&es, ix., 

limikd bridging studies, Qc dmfi &id(ancc Documenr and mgul~ion am iIlc@. 

IIX. The Approvalofa 505(b)(Z)AppPIcZdicm Based (~101 m)X's Prior Fiadhgof Safety 

and E;lficacy Coardwtes on tJnconttitutiana1 Trking 

Finatiy, the Agency’s prcqmcd unauthutimd USC or an innovatm’s &a is unsuppcricd by the 

statute and Icgirlutivc hiswry, is fun&meacaIly unfair lo rcscanh-based companies, and 

cawtiluks an unconstiluliorml taking. llndor tile Pilul knendmenr of the U&cd Slates 

ConrMutinn, rhe govcmntntt may not spprupriate anothcr’z+ property withuur jusr conzpwsalion. 
Irr ils drafi Guidanec Dwumen,x, liowcvtr, Ir’llA has sralcd llut it vi11 allow m qqlicmc to rely 

*iUmt nuthorjxation on m inncvaror’s properry in dkccl contravet?tion of rhese consli~utional 

prulectjons. 

The inhercnr property right in sakly arcl efficacy dal;t Gmt is mba;ilk.i u pyt of 3n NDA has 

been historica!Iy rctognijred by the Ccurts. Congress, and fhe Agency. The courts, for cxmple, 
ha-c noted char safccty data is property and, thus, promctod by the Fifth Amendmenr. See 

K~ck&haut; V. Morrsaa%o Co, 467 U.S. 986 (!984) (recogakizq the inharcnr properly right of 

safely data ccmkkwd in applications for registration ofpesticides ti approve generic topics or 

previously approved pcsriciJcr under t&c Fcdmuf Imecricidc, Fungicide, and Rodenticidc ACT 

(“FEZA”); oee rrlm Tri-Bio Laberslories, Inc. v. Uniccd Stazcs, 836 F,2d 135 (3d. Cir. 1987). -- 

C:W denied, 484 U.S. 818 (19sS) (recognizing thrlt approval of a generic atijl drug based on ;u1 

innovaror’s ANNJA IS a takkrp of titc innovaroc’s rights in rhe dara.). In addition, Congess also 

has ackrwvuledgtd the in&rant propwry ~igbru in such irllbmuion in several YL~!UN, including 

the Trade Secrew~c~, (18 IJ3.C. lrYo5) and a~ 21 U.S.C, 331(j). 
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Moreover, the Agmcy hu recognkcd the inhereat and pmlectcd rights in such inlormation See 

ea, 21 C.F.R. 314.50 (8) (ImA rccognicirm of the inhwent pfopeny right of clinical ki 0th~ 
NDA data as trade MBC~L and, rhs, recognizing it as prokcred Porn public 

disscznin~~ion/rli~closuro by requiring M applicxtinn that co@rins “a rekrcncg CO intkmalion 
submirted to tha agfmcy by o penon other than the applicant . , . to cor.licin a wriecn uLaremenr 

thL zulJ~otizes the rofmcnce ;md that is signed by tic person who submitlwl the tionnzLtiun.‘*); 

33 &c& s 44G35 @cc, 24, 1374) (rccogni&g uadc sccrr~ sktus of safety and cfktivencss 

data in an M3A as a pmpcrty right and rhe rigb to charge a competitor for reference to tiia~ data 

if the cxmpeticor wishes lo obrain .approval of p. generic copy of rhe product); see also 46 Fe& -- - 
Rc-g: 27396 (May IO, I98 1) (“the Frnkd Memorandum”) (stating that ‘ho data in a11 NT1 A can be 

utilitcd to support arrplbc-r NLIA witltout expms permission nf the oripiaal NDA holder” and 

thu6, stating khti fcr “dupkrla WAS for already ~pprovcd post f 19362 drugs, lhe Asertcy VviiI 

aecqt published rcqorts ;u; ‘he main su~orttinp doclzme~locion for snkty artd cE&iveness.” ). 

As such, the Agency my not implement or rely on the drtttZ Guidance DOCWWZIC or 505(b)(2) 

rcgulauion to the extc111 lhztl it wou!d panil FT)A to rely on a fkding oi’ safely and efficacy of an 

innovator’s drug product urithout aulhoriicil:iort and thereby illegaI:y appropriate the commercial 

value of rhat da&, 

1V. ConcJuoioa 

‘l’he Act is clear lhat FDA must require rbc same scope ILnd quaiity of evklencc of safety md 

~fickcy for B dmg approval under 505(b)(2) as that rquired under 505@)( 1). Nothing in Ihe Act 
dlows FDA lo shcn circuit rhor tquiremenc by ilegally relying on data and prior tidings of 

safcry and efficacy which it has no right to divulge nr reference. Fot lhe foregoing rcp$ons, . 
chcreforc, and to avoid engaging finher in ilkgal anJ improper a&on that wI!1 si~ifScahtly - 

ucivor?icly af%cr mm-hased cccnpanin, the FDA should wkhdraw an&or reissue chc 

505(b)(2) drawl Guidance Document and shocld not qply 21 C.F.R. 53 14.54 co approve NDAs 

rhat rely wilhouf auchoriwtion on propricrlry dtu. 
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